A Comparative Study of the Effect of Thyme and Calcium with Vitamin D3 in Treatment  of postmenopausal Women with Osteoporosis by Abu-Raghif, Ahmed R. et al.
Journal of Natural Sciences Research                                                                                                                                                www.iiste.org 
ISSN 2224-3186 (Paper)   ISSN 2225-0921 (Online) 
Vol.5, No.18, 2015 
 
104 
A Comparative Study of the Effect of Thyme and Calcium with 
Vitamin D3 in Treatment  of postmenopausal Women with 
Osteoporosis 
 
Ahmed R. Abu-Raghif 1      Ali M. Alkazzaz 2      Qayssar J. Fadheel 1 
1.Al-Nahrain University, College of Medicine, Dept. of Pharmacology, Iraq. 
2.Babylon  University, College of Medicine, Dept. of Rheumatology, Iraq. 
 
Abstract 
Osteoporosis is a condition of skeletal fragility due to progressive loss of bone mass. It occurs in the elderly of 
both sexes but is most pronounced in postmenopausal women . The aim of this study was to assess the efficacy 
of Thyme in treatment of postmenopausal women with osteoporosis and compare it's effect with Calcium plus 
Vitamin D3 . Forty postmenopausal women with osteoporosis were randomly divided into two groups( each 
group include twenty women) .The duration of treatment was 6 months . First group was given Thyme capsule 
500mg twice daily, second group was given Calcium plus Vitamin D3(Calcium 600mg plus Vitamin D3 500 
I.U.) once daily .The following parameters were measured for two groups at baseline and at 6 months intervals 
bone mineral density(BMD) and t score except ESR and serum ionized calcium were measured at baseline and at 
2 months interval . There were a significant increase in BMD, t score in group treated with Thyme after 6 
months as compared with baseline  and with group treated with Calcium plus Vitamin D3 . Also there were a 
significant reduction in mean serum ionized calcium and mean ESR in group treated with Thyme and group 
treated with Calcium with vitamin D3 after 2,4,6 months as compared with baseline(P<0.05) .                                                                   
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Introduction 
Osteoporosis is a serious disease that decreases both the quality and quantity of life (1,2) . The disease enhances 
morbidity and mortality, and it affects hundreds of millions of persons worldwide (3,4) .Osteoporosis is a 
progressive bone disease that is characterized by a reduce in bone mass and density which can cause an 
increased risk of fracture (5). In osteoporosis, the bone mineral density (BMD) is decreased, bone 
microarchitecture deteriorates, and the quantity   proteins in bone are changed.  A recent meta-analysis showed 
reduce rates of fracture in older women with 80% or greater adherence to calcium supplementation (6) . A daily 
intake of  calcium at least 1,200 mg is recommended for all women suffer from osteoporosis( 7, 8) . Recent study 
has shown that supplementation of 800 mg of calcium per day may helpful to prevent bone loss in 
postmenopausal women, and the information from clinical trials also show  that such supplementation may 
prevent  vertebral  and hip fractures in the elderly(9, 10 ) .The combination of calcium (1.2 g/day) with vitamin 
D3 (800 IU/day) has been used to prevent fractures in elderly women, Daniel obtained that the total number of  
non vertebral fractures was 32% lower  and the number of hip fractures was 43% lower among women treated 
with calcium and vitamin D3 than among those who take placebo(11, 12) . Enhanced intake of calcium from 
natural sources, especially  low-fat dairy products, such as cheese , ice cream , yogurt, , and milk, may also help 
prevent or reduce the progress of osteoporosis, although the influences are not great(13, 14) . One review 
recorded that sage , thyme extract, rosemary, , and other plants, appear to inhibit osteoclast activity, increasing 
bone density in animals, but more study is needed in humans(15) . The essential oil of thyme (Thymus vulgaris), 
contains 20–54% thymol (16) . Essential oil of Thyme also contains a range of additional compounds, like  
linalool, myrcene, p-Cymene, and  borneol  (Chemical Composition of Thyme Essential Oil) . Thymol, 
an antiseptic, is the major active component in several commercially produced mouth washes  like   Listerine 
(17) . Before the discovery of modern antibiotics, thyme oil was used to medicate bandages(18) . Thymol has 
also been noted to be effective against different fungi that commonly infect toenails(19). Thymol can also be 
present as the active component in some natural, alcohol free hand sanitizers. In One study introduced  by Leeds 
Metropolitan University recorded that thyme may be helpful in treating acne (20, 21) . 
 
Patients, Materials, and methods 
Patients 
This is a randomized prospective clinical trial study.  It was conducted in Merjan Teaching Hospital in DEXA 
unit which present in Rheumatology department. The study was conducted between March 2014 and March 
2015.The study was approved by ethical committee at Al- Nahrain University/Faculty of Medicine. 
Sample size 
The sample of the study include (40 postmenopausal women suffering from Osteoporosis) .They divide into two 
groups, each group include 20 patient . The duration of treatment is 6 months . 
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Group Ӏ:- received Thyme capsule 500mg twice daily . 
Group  Ӏ Ӏ:-received Calcium with Vitamin D3(Calcium hydrogen Phosphate 600mg and Vitamin D3 500I.U.)  
one tablet daily. 
All the following parameters were measured for all groups at baseline and at 2 months interval for 6 
months duration except BMD ,t score was measured before treatment and 6 months of treatment, parameters 
include ESR, Serum ionized calcium. 
Data collection 
The method of collecting information depend on direct(personal) interview in a specific room    attached to unit 
DEXA measurement. The data were collected through the used of developed   questionnaire and the structured 
interview technique patients. Data  were collected  from the patients  in organized fashion and   individually with 
all the patients. The interview lasted for about (30) minutes, knowing that the data collection was only every 
Monday and Wednesday from every week, begin at 8: 00  am. and continue until 2:00 pm.                                                                                                         
Statistical analysis 
Statistical analyses were performed using SPSS 16.0 for windows.lnc. An expert statistical advice was consulted 
for tests used. Data of quantitative variables were expressed as mean ± SEM . Differences in each variable 
through treatment intervals in the same group were compared using paired-sample Student’s t-test. Analysis of 
Variance (ANOVA) followed by post-hoc tests using LSD method were used for the multiple comparisons 
among all groups. In all tests, P<0.05 was considered to be  statistically significant unless another levels were 
stated .                                                               
 
Results    
Anthropometry  
Between the two groups included in this study, there were no significant difference in anthropometric data as 
shown in table (1).   
Table 1: Anthropometric data for all included patients in this study 
Anthropometric data Mean± SEM  
(Group Ӏ) 
Mean± SEM 
(Group Ӏ Ӏ) 
Age(year) 57.15±1.96 60.9±1.96 
Weight(kg) 82.2±2.49 83.95±4.06 
Height(cm) 153.4±1.19 155.6±1.56 
 
Effect of the two treatment regimen on BMD, t score, serum ionized calcium, ESR 
There were a significant reduction in mean serum ionized calcium, ESR in group treated with thyme  after 2,4,6 
months(P<0.05) as compared with baseline as shown in figure(1,2), also there were a significant increase in 
mean t score, BMD after 6 months(P<0.05) as compared with baseline as shown in figure(3,4). There were a 
significant reduction in mean serum ionized calcium, ESR in group treated with Calcium plus Vitamin D3  after 
2,4,6 months(P<0.05) as compared with baseline as shown in figure(5,6), also there were a significant increase 
in mean t score, BMD  after 6 months(P<0.05) as compared with baseline as shown in figure(7,8) .In multiple 
comparison thyme more efficacious than calcium plus vitamin D3 in treatment of postmenopausal osteoporosis 
than as shown in table(2) .                                                                                                                                        






(No. ,%)  Group  
2, 10% 11, 55% 7, 35% Thyme   
5, 25% 10, 50% 5, 25%  Calcium with Vitamin D3 
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Figure(1):-A comparative effect of Thyme on mean ionized calcium at different time interval 
(*) :- Mean there is a significant difference 
 
Figure(2):-A comparative effect of Thyme on mean serum ESR at different time interval                                      
(*) :- Mean there is a significant difference 
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Figure(3):-A comparative effect of Thyme on  mean T-score at different time interval                                      
(*) :- Mean there is a significant difference 
 
Figure(4):-A comparative effect of Thyme on mean BMD at different time interval    (*) :- Mean there is a 
significant difference 
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Figure(5):-A comparative effect of Calcium with vitamin D3 on mean ionized calcium at different time interval                                               
(*) :- Mean there is a significant difference  
 
    Figure(6):-A comparative effect of Calcium with vitamin D3 on mean     ESR at          different time interval                                     
    (*) :- Mean there is a significant difference  
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Figure(7):-A comparative effect of Calcium with vitamin D3 on mean T-Score at different time interval                                      
(*) :- Mean there is a significant difference 
 
Figure(16):-A comparative effect of Calcium with vitamin D3 on mean BMD at different time interval                                      
 (*) :- Mean there is a significant difference 
 
Discussion 
Osteoporosis is a bone disease in which the quantity of bone is reduced and the structural integrity of trabecular 
bone is disturbed. Cortical bone becomes more porous and thinner. This renders the bone very weak  and more 
likely to fracture. Osteoporosis is characterized by reduce bone mineral density (BMD) and enhanced likelihood 
of bone fracture ( 22) . Fracture sequela  include pain psychiatric distress, stature changes, raise morbidity and 
mortality, and increased hospitalization ( 23,  24) .However, pharmacotherapy is efficacious in maintaining 
skeletal health, slowing bone loss, and reducing fracture risk. Common treatment include bisphosphonates such 
as sodium alendronate and selective estrogen receptor moderators (SERMs), such as raloxifene, also  calcitonin . 
These antiresorptive drugs decrease bone turnover by suppressing osteoclastic activity, thus enhancing BMD and 
bone microarchitecture ( 25) .   
 
Effect  of Thyme on different parameters of the present study 
The  present study show a significant reduction in mean serum ionized calcium after 2,4,6 months treatment with 
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thyme as compared with baseline mean serum ionized calcium as shown in figure(1) .These findings were in line 
with findings of study by  Banu  et al.,(26) , they were stated that several herbs  were had a protective effect on 
the bone including black cohosh, red clovers, thyme, and good source of calcium , iron, potassium, and enhance 
the absorption of calcium from the intestine, so they were had a regulatory role in maintain the calcium 
homeostasis, thus when given to postmenopausal osteoporosis, they were reduce the elevated serum ionized 
calcium in preclinical studies .                                                                             
 The results of current study show a significant reduction in mean ESR after 2,4,6 months treatment 
with thyme as compared with baseline mean ESR as shown in figure (2) . These findings were in consistency 
with findings of study by  Saw et al.,(27), Zhang  et al.,(28), they were reported that in study on the use of 
angelica sinensis root extract in experimental model of ovariectomized osteoporosis rat, in osteoporosis Pro-
inflammatory cytokines such as interleukin-1 (IL-1), IL-6, and tumor necrosis factor-α (TNF-α) are well known 
regulators of bone metabolism, These cytokines are known as highly potent bone resorption cytokines ,which 
can mediate increased bone turnover markers, thus ESR was a marker of inflammation was measured and 
recorded elevated, thus it is hypothesized that the anti-inflammatory action of A. sinensis extract  Lim and Kim 
(29) might have potential anti-osteoporotic effects in an animal model via inhibition of bone turnover markers 
and ESR was decrease(30) .                                                                                              
The  results of current study show a  significant increase  in mean T score, BMD  after  6 months 
treatment with thyme as compared with baseline mean T score , BMD as shown in figure(3,4) .These findings 
were had similarity with findings of studies by  Setchell  and Lydeking-Olsen  (31), Zhao et al.,(32 ), they were 
demonstrated that the phytoestrogens in the herbal preparations,  certain flavones, isoflavones, flavanones, 
flavonols, coumestans, and lignans, could be playing an important role in the amelioration of postmenopausal 
bone loss and increase bone mineral density by increase osteoblast activity and   decrease osteoclast activity (33, 
34) .                           
Effect of Calcium plus Vitamin D3 on different parameters of the present study 
The  results of current study show a significant reduction in mean serum ionized calcium after 2,4,6 months 
treatment with calcium + vitamin D3 as compared with baseline mean serum ionized calcium as shown in 
figure(5) .These results were in accordance with the findings of  Boonen et al.,( 35), Meggan et al.,(36  ) , they 
were stated that supplementation of calcium with vitamin D3 for postmenopausal women with osteoporosis 
result in reduction of serum ionized calcium because there is a negative feedback mechanism that maintain the 
calcium homeostasis and help to remove calcium from the blood to the bone which accomplished by assistant of 
vitamin D3.                                                                                                                        
The present study show a significant reduction in mean ESR after 2,4,6 months treatment with calcium 
plus vitamin D3 as compared with  baseline mean ESR as shown in figure(6) . These results were in consistency 
with the results of study by  Mundy ( 37) , which was  stated that in osteoporosis activated macrophage produce  
proinflammatory cytokines(TNF α ,interleukin IL-1, IL-6, IL-11, IL-1  and IL-17) which induce osteoclast 
formation and activation, thus treatment with antiosteoporotic drugs result in decrease ESR which is a marker of 
inflammation because the osteoclast activity and macrophage activity were reduced due to they were originated 
from bone marrow(30)                                                        .                                                                                                                                                                           
The present study show a significant increase  in mean T score , BMD  after 6 months treatment with 
calcium + vitamin D3 as compared with baseline mean T-score, BMD as shown in figure(7,8) . This fact were in 
line with  Vonhurst (38) study which stated that nutrional habits had a positive effect on BMD, and in 
accordance with L'Abbe  et  al.,(39) study, they were reported that  calcium   and vitamin D intake are the most 
important determinants of peak BMD, they also contribute to maximize the bone strength (40) .                                                                                                                   
 
References 
1. P. Lips and N. M. van Schoor, “Quality of life in patients with osteoporosis,” Osteoporosis International, vol. 
16, no. 5, pp. 447–455, 2005.  
2. O. Johnell, J. A. Kanis, A. Odén et al., “Mortality after osteoporotic fractures,” Osteoporosis International, 
vol. 15, no. 1, pp. 38–42, 2004.  
3. Cooper C, Campion G, Melton LJ: Hip fractures in the elderly: a world-wide projection. Osteoporosis Int 
1992; 2:285-289 
4. S. Y. Kim, S. Schneeweiss, J. Liu et al., “Risk of osteoporotic fracture in a large population-based cohort of 
patients with rheumatoid arthritis,” Arthritis Research and Therapy, vol. 12, no. 4, article R154, 2010. 
5. Brian K Alldredge; Koda-Kimble, Mary Anne; Young, Lloyd Y.; Wayne A Kradjan; B. Joseph Guglielmo 
(2009). Applied therapeutics: the clinical use of drugs. Philadelphia: Wolters Kluwer Health/Lippincott Williams 
& Wilkins. pp. 101–3. 
6. Prince RL, Devine A, Dhaliwal SS, Dick IM. Effects of calcium supplementation on clinical fracture and bone 
structure: results of a 5-year, double-blind, placebo-controlled trial in elderly women. Arch Intern Med. 
2006;166(8):869–875. 
Journal of Natural Sciences Research                                                                                                                                                www.iiste.org 
ISSN 2224-3186 (Paper)   ISSN 2225-0921 (Online) 
Vol.5, No.18, 2015 
 
111 
7. National Osteoporosis Foundation. Physician’s guide to prevention and treatment of osteoporosis.  Accessed 
December 7, 2008. 
8. NIH Consensus Development Panel on Osteoporosis Prevention, Diagnosis, and Therapy. Osteoporosis 
prevention, diagnosis, and therapy. JAMA. 2001;285(6):785–795. 
9. Lau EM, Woo J: Nutrition and osteoporosis (review). Curr Opin Rheumatol 1998; 10:368-372 
10. Bischoff-Ferrari HA, Dawson-Hughes B, Baron JA, Burckhardt P, Li R, Spiegelman D, et al. Calcium intake 
and hip fracture risk in men and women: a meta-analysis of prospective cohort studies and randomized 
controlled trials. Am J Clin Nutr2007;86:1780-90. 
11.Daniel TB: Metabolic bone disease. Textbook of Primary Care Medicine. John N (ed). St. Louis, CV Mosby 
Publisher, 1996, pp 557-563 
12. Reid IR, Bolland MJ, Grey A. Effect of calcium supplementation on hip fractures. Osteoporos 
Int2008;19:1119-23. 
13.Ganong WF: Review of Medical Physiology. Norwalk, Conn, Prentice Hall, 17th Ed, 1995, p 356 
14. Bischoff-Ferrari HA, Kiel DP, Dawson-Hughes B, Orav JE, Li R, Spiegelman D, et al. Dietary calcium and 
serum 25-hydroxyvitamin D status in relation to BMD among U.S. adults. J Bone Mineral Res2009;24:935-42. 
15. Putnam SE, Scutt AM, Bicknell K, et al.  Natural products as alternative treatments for metabolic bone 
disorders and for maintenance of bone health.  Phytother Res 2007;21:99-112. 
16. Thymus Vulgaris. PDR for Herbal Medicine. Montvale, NJ: Medical Economics Company. p. 1184. 
17. Chemical Composition of Thyme Essential Oil  Pierce, Andrea. 1999. 
18. Grieve, Maud (Mrs.). Thyme. A Modern Herbal. Hypertext version of the 1931 edition. Accessed: February 
9, 2008. 
19.Ramsewak, Russel S.; Nair, Muraleedharan G.; Stommel, Manfred; Selanders, Louise (April 2003). "In vitro 
antagonistic activity of monoterpenes and their mixtures against 'toe nail fungus' pathogens".Phytotherapy 
Research 17 (4):   
20. Cythia Graber Thyme Kills Acne Bacteria Scientific American, March 28, 2012 
21. Denise Mann Thyme's Time as Acne Remedy May Be Coming Soon: Study Shows Thyme Fights Acne-
Causing Bacteria WebMD, April 12, 2012 
22. H. Orimo, T. Nakamura, T. Hosoi et al., “Japanese 2011 guidelines for prevention and treatment of 
osteoporosis-executive summary,” Archives of Osteoporosis, vol. 7, no. 1-2, pp. 3–20, 2012. 
23. T. W. O'Neill and D. K. Roy, “How many people develop fractures with what outcome?” Best Practice and 
Research: Clinical Rheumatology, vol. 19, no. 6, pp. 879–895, 2005. 
24. M. Shiraki, T. Kuroda, and S. Tanaka, “Established osteoporosis associated with high mortality after 
adjustment for age and co-mobidities in postmenopausal Japanese women,” Internal Medicine, vol. 50, no. 5, pp. 
397–404, 2011. 
 25. M. Shiraki, R. T. Burge, J. A. Flynn, S. A. Foster, and H. Sowa, “Osteoporosis and treatments in Japan: 
management for preventing subsequent fractures,” Journal of Bone and Mineral Metabolism, vol. 31, no. 4, pp. 
367–380, 2013.    
26. Banu J, Varela E, Fernandes G. Alternative therapies for the prevention and treatment of osteoporosis. Nutr 
Rev. 2012;70(1):22–40. 
27. Saw C.L., Wu Q., Su Z.Y., Wang H., Yang Y., Xu X., Huang Y., Khor T.O., Kong A.N. Effects of natural 
phytochemicals in angelica sinensis (danggui) on nrf2-mediated gene expression of phase ii drug metabolizing 
enzymes and anti-inflammation. Biopharm. Drug Dispos. 2013;34:303–311.   
28. Zhang C., Kong X., Zhou H., Liu C., Zhao X., Zhou X., Su Y., Sharma H.S., Feng S. An experimental novel 
study: Angelica sinensis prevents epidural fibrosis in laminectomy rats via downregulation of hydroxyproline, 
IL-6, and TGF-β1. Evid. Based Complement. Altern. Med. 2013;2013   
29. Lim D.W., Kim Y.T. Dried root of rehmannia glutinosa prevents bone loss in ovariectomized rats. 
Molecules. 2013;18:5804–5813.  
30. ESR National Library of Medicine & National Institutes of Health. Retrieved 8 July 2013. 
31.Setchell KD, Lydeking-Olsen E. Dietary phytoestrogens and their effect on bone: Evidence from in vitro and 
in vivo, human observational, and dietary intervention studies. Am J Clin Nutr. 2003;78(3 Suppl):593S–609S. 
32. Zhao X, Wu Z-X, Zhang Y, et al. Anti-osteoporosis activity of Cibotium barometz extract on ovariectomy-
induced bone loss in rats. Journal of Ethnopharmacology. 2011;137(3):1083–1088. 
33. Brunader R, Shelton DK. Radiologic bone assessment in the evaluation of osteoporosis. Am Fam Physician 
2002;65:1357-64. 
34. AACE (American Association of Clinical Endocrinologists) Guidelines. American Association of Clinical 
Endocrinologists medical guidelines for clinical practice for the prevention and treatment of postmenopausal 
osteoporosis: 2001 edition, with selected updates for 2003. Endocr Pract 2003;9:544-64. 
35.Boonen S, Lips P, Bouillon R, et al. Need for additional calcium to reducethe risk of hip fracture with vitamin 
D supplementation: evidence from acomparative meta-analysis of randomized controlled trials. J ClinEndocrinol 
Journal of Natural Sciences Research                                                                                                                                                www.iiste.org 
ISSN 2224-3186 (Paper)   ISSN 2225-0921 (Online) 




36. Meggan, E. et al. (2007). Vitamin D receptor-dependent Inhibition of mammary tumor growth by EB1089 
and ultraviolet radiation in vivo. Endocrinology 148(10):4887–4894. 
37. Mundy GR. Osteoporosis and inflammation. Nutr Rev. 2007;65(12 Pt 2):S147-51. 
38. VONHURST, P.R., Bone density, calcium intake and vitamin D status in South Asian women living in 
Auckland, New Zealand. Nutrition & Dietetics 2010. 67: p. 150–154. 
39. L'Abbe, M.R., S.J. Whiting, and D.A. Hanley, The canadian health claim for calcium, vitamin d and 
osteoporosis. J Am Coll Nutr, 2004. 23(4): p. 303-8. 
40. Lochmuller EM, Muller R, Kuhn V, Lill CA, Eckstein F. Can novel clinical densitometric techniques replace 








The IISTE is a pioneer in the Open-Access hosting service and academic event management.  
The aim of the firm is Accelerating Global Knowledge Sharing. 
 
More information about the firm can be found on the homepage:  
http://www.iiste.org 
 
CALL FOR JOURNAL PAPERS 
There are more than 30 peer-reviewed academic journals hosted under the hosting platform.   
Prospective authors of journals can find the submission instruction on the following 
page: http://www.iiste.org/journals/  All the journals articles are available online to the 
readers all over the world without financial, legal, or technical barriers other than those 
inseparable from gaining access to the internet itself.  Paper version of the journals is also 
available upon request of readers and authors.  
 
MORE RESOURCES 
Book publication information: http://www.iiste.org/book/ 
Academic conference: http://www.iiste.org/conference/upcoming-conferences-call-for-paper/  
 
IISTE Knowledge Sharing Partners 
EBSCO, Index Copernicus, Ulrich's Periodicals Directory, JournalTOCS, PKP Open 
Archives Harvester, Bielefeld Academic Search Engine, Elektronische Zeitschriftenbibliothek 
EZB, Open J-Gate, OCLC WorldCat, Universe Digtial Library , NewJour, Google Scholar 
 
 
